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UNITED STATES ENVIRONMENTAL PRtli~ON ACIENCY 

WASHINGTON, DC :204811 

APR 10~ 

SUBJECl': 2,4-D: Requests for waiver fran fol.ltaJenicity ,'estiDj for 2,4-D 
and Derivatives 

ro: 

FRCfii: 

Larry schnaubelt PM-23 
Registration Division (H7505C) ,

7 
K. Clark swentzel .ff. ~~~ 4t/s/?1 
ActiDj Section Head 
TOXicology Branch II (HFAS) 
HED (H7509C) 

THRU: Marcia van Gemert, Ph.D. ffi6?A~-/?12PC .. _ -~ '-l~ojl!"t 
ActiDj Branch Chief ~ 
Toxicology Branch II (HFAS) 
HED (H7509C) 

EPA ID Nos.: 50534-13, -14, -102: 464-453, -458, -467 
Project No.: ~1143 
caswell No. : 315 

Action Requested 

EValuate and respond to request for waivers fraa nutager.licity testil¥]. specifically, 
1) a request frca the 2,4-D Task Force for a waiver frCIII the r4qlir811Hlt to 
perform testil¥] in the category other Mecttani818 of ltltagenicity on the acid, IJQ 
and IOE for:ns of 2,4-D and 2) a request fraa Per:l*lta felt a waiver to perfom 
testiDj in the gene Jaltation and structural cht<JIIOIIiJIIill. aberration categories for 
their procilcta containing 2,4-D and ~leyl-1,3-pcopyles:e:licaine salt of 2,4-o. 

Respa!S! 
'5.-

TB does not i) 111 with the request fraa the 214-D Task Force (see attached EPA 
Memoranc:hll, ~ield, BID, to Rice, RD), however, the z·equest fraa Fontenta 
involves a cblm.atry iaaJe that llll8t be resolved before a conclusive response 
fra11 TB can be provided. Fontenta contends that the ~leyldiaad.ne salt of 2,4-o, 
which is for:mad ~rii¥;J the fonulation proceea for oac.d.ne 4D, •baa never been 
isolated nor is it ever isolated in the proceea of fonaalation of the DIC..tne 
prodUcts," therefore, it is neither a technical active lll¥]redient nor a IIBIIlfacturil¥] 
prodUct. on this basis, Ferments proposed that nutagenic:ity studiee shaul.d be 
done on the fotlllllated procb:t, rather than the noted di.sne salt ot 2,4-D. '1'!!1 
does not object to this propoeal prcwided that DEB concurs with Fementa's statements 
regardil¥] the isolation of the N-oleyldialline salt of 2,,4-D. BoweYer, all three 
categories of nutagenicity teatil¥] IIU8t be fulfilled as indicated in the attached 

· memorandull (oearfield to Rice). 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINCITON, D.C. ZOCIO 

OP'P'tCaOP 
~aaTtCtD•a AND TOXIC: aU.eTANCU 

MEKORAHDUII 

SUBJECT: Review of requests for waiver from autaqenicity 
testinq for 2,4-D and derivatives (HED Project f9-l.l43) 

FROM: 

TO: 

THRU: 

2,4-D 

Kerry L. Dearfield, Ph.D. 
Geneticist 
Science Support Section 

ff'1lD~~-Kr 
Science Analysis and Coordination 
Health Effects Division (H7509C) 

Chris Rice 
Reqistration Division (H7505C) 

Branch 

(John A. Quest, Ph.D. @,WL JQ'/t' 'ii' 
~f:!ce Support Section ~- Yto {ry 
Science Analysis and Coordination Branch 
Health Effects Division (H7509C) 

[94-75-7] 

This reviewer was requested by Reqis1~ration Division to 
exuaine the request for waiver froa autaqenici ty testing for 
several 2,4-D derivatives. Two requests w••r• actually in the 
packaqe sent to HID: 1) a request froa the 2,4-D Task Force for a 
waiver froa the requir .. ent to perfora testing in the cateqory 
Other Kechanis .. of JIUtaqenicity on the acici, DKA anci IOB foraa of 
2,4-DI 2) a request froa Poraenta for a waiver to perfora testinq 
in the qene autation anci structural ch%oaosoaa1 aberration 
cateqories for their prociucts containing 2,4-D anci H-oleyl-1,3-
propylenadi .. ine A1t of 2, 4-D.. This respon11e will aciciress both 
of these ~-ta iD- orcier. 

l) 2,4-~.L Force request 
~ -,;;· ·~ 

It iii ·not aqreec:l with the rationale pz·esented by the Task 
Force that t .. tin9 in the qene autation anci st:ructural chroaosoaal 
aberration cateqories of mutagenicity testi1rtq is sufficient to 
satisfy the requir .. ants for autaqenicity t••sting. Part 158 of 
40CPR specifically requires autagenicity t~~ating in all three 
cateqories of testing: gene mutation, stzuctural chrOIIOsoaal 
aberrations and oth.er qenotoxic effects. :since there were no 
scientific rationale or ciata to arque against testing in all three 
cateqoriea, this request shoulci be cienied. Th:La lack of scientific 
intoraation becoaea even aore apparent as it is shown in the 
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rereqistration standard tor 2,4-D that there were no acceptable 
mutagenicity studies sublaitted to OPP tor r11view. Furthermore, 
with a cursory examination of the literature on 2,4-D, there are 
positive ettects associated with 2,4-D in ·the other qenotoxic 
effects category (e.q. the Suppl-ant 6 of th<• !ARC Monoqraphs on 
the Evaluation ot carcinoqenic Risks to Human'• reports that 2, 4-D 
induced positive responses in an unscheduled DNA synthesis test 
with cultured human cells and sister chrouatid exchanqes and 
aberrations in cultured human lymphocytes). Based on this limited 
information, there appears to be a mutaqenici·ty concern for 2,4-D 
that needs to be tully investigated. 

2) Formenta request 

Formenta suqqests that mutaqenicity t•astinq in the qene 
mutation and structural chromosomal aberraticms cateqoriea (they 
did not mention the third cateqory of testing tor other qenotoxic 
effects, which is a requirement also) would not: be applicable since 
their 2,4-D amine salt does not exist ilS a technical or 
manutacturinq product and they would have t:o teat the end-use 
formulation, Dacamine 40. The issue of what to teat ia.not the 
specific issue tor this reviewer to resolve. I! it is decided to 
test the formulation andjor to isolate and test the N-oleyldiamine 
salt of 2, 4-D, then all three cateqories ot ID.Utaqenicity testinq 
must be fulfilled, particularly, as indicated above, 2,4-D itself 
may present a mutaqenicity concern and since there is no 
mutaqenicity data on the amine moiety available to OPP. 

cc: Clark Swentzel 
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